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Informed consent in trials for neurological emergencies:
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Background: In patients with acute life threatening
diseases, and in their relatives, the ability to make a
balanced decision on participation in a clinical trial may
be impaired.
Objectives: To assess what relevant information could be
recalled by patients who were living independently after a
subarachnoid haemorrhage, and by their relatives; and to
determine how these patients and relatives had reacted to
the informed consent encounter.
Methods: Twenty months (range 7 to 31) after treatment
for subarachnoid haemorrhage, 49 patients and 47
relatives who had participated in one of two randomised
trials on medical management were interviewed. The
interview consisted of items on: spontaneous recall and
knowledge of trial design; understanding of the trial
design and the informed consent procedure; the amount
and clarity of the information given; and reasons for
participating. Finally patients and relatives were asked
whether they would participate again in similar circum-
stances.
Results: One third of the patients recalled having partici-
pated in a clinical trial. Thirteen per cent of the patients
and 20% of the relatives felt that the information supplied
had not been sufficient. Nine per cent of the patients and
half the relatives had read the written information. None of
the patients and one relative thought that participation had
been obligatory. Twenty eight per cent of the patients and
94% of the relatives felt in retrospect that they had been
capable of making an adequate decision. Virtually all
patients and relatives would participate again in similar
circumstances.
Conclusions: Many patients and their relatives have little
recall of the informed consent procedure and the essentials
of acute subarachnoid haemorrhage trials. However, most
were satisfied with the overall procedure and would
participate again.

Afundamental requirement for inclusion in a clinical trial

is informed consent from patients or their representa-

tives. Data on patients’ perception of informed consent

procedures are scarce, but the little information available

shows that patients do not recall much of the trial they were

involved in, even if they had ample time to consider their

decision.1–4

In patients randomised in the acute phase of aneurysmal

subarachnoid haemorrhage, the ability to perceive details of a

clinical trial may be impaired. Consequently, the likelihood

that a patient with subarachnoid haemorrhage is in the end

truly informed about a trial may be even smaller than in a

patient who is not acutely ill and has ample time to make a

decision. Having little recall about the trial is even more likely

if the patient had a depressed level of consciousness at the

time of randomisation, and informed consent is given by a

representative instead.

We interviewed former participants of two randomised

clinical trials on subarachnoid haemorrhage and their

relatives about what trial information they could recall, how

they had experienced the informed consent procedure, and

whether they would take the same decision if asked again.

METHODS
Patients
We studied patients with subarachnoid haemorrhage admit-

ted to the University Medical Centre Utrecht between Novem-

ber 1995 and November 1997, who had participated in either

of two randomised clinical trials in that period.5 6 Both trials

were double blind and placebo controlled and had been

approved by the ethics committee of our hospital. Trial physi-

cians who were not the attending physician sought informed

consent within 96 hours after onset of the haemorrhage. The

trial physicians and the setting of the informed consent

procedure had been similar for both trials. If the patient had a

normal level of consciousness, the presence of a relative was

recommended but not mandatory. For patients who were not

alert, informed consent was asked only from a relative. If a

next of kin had participated in the informed consent

procedure, this relative was also included in the study. We

approached only patients who had regained an independent

lifestyle after the haemorrhage.

The oral and written information given about the trial

included an explanation about the disease; the name, effect,

and side effects of the drug; the route of administration of the

drugs; the placebo controlled and double blind design of the

trial; the voluntary nature of participation; privacy regulation

with regard to the case record forms; the duration of the trial;

and the right to withdraw at any moment.

For the present study we first sent a letter to the patients

and relatives. This letter explained that a follow up study

would be performed. Patients who did not wish to be

contacted could return a reply form. Two weeks after the letter

was sent, we contacted the patients by telephone and asked if

they agreed to participate; if so, an appointment for a home

visit was made. The ethics committee of our hospital approved

the study.

Data collection
All patients and relatives were interviewed at home by one of

us (RS). Patients and relatives were interviewed together. The

person who had originally given consent was asked to answer

each question first.

The first question was whether the patient could recall hav-

ing participated in a clinical trial. If not, the interviewer

disclosed that the patient had indeed participated in such a

trial, by referring to the encounter with a study physician

shortly after admission to the hospital. Second, patients and

relatives were asked to recount everything they could sponta-

neously recall about the trial. We recorded if the patient or
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Table 1 Results of the questionnaire used in the study

Patient consented Relative consented

Answer by
patient (n=37)

Answer by
relative (n=30)

Answer by
patient (n=17)

Answer by
relative (n=17)

Proportion of spontaneous recall of trial items*
Name of drug 6 (19) 12 (40) 1 (6) 4 (24)
Effect of drug 6 (19) 9 (30) 0 (0) 4 (24)
Placebo controlled design 10 (31) 13 (43) 1 (6) 12 (71)
Double blind design 4 (13) 6 (20) 0 (0) 7 (41)
Privacy 0 (0) 0 (0) 0 (0) 0 (0)
Side effects 0 (0) 0 (0) 0 (0) 0 (0)
Route of administration 3 (9) 2 (7) 2 (12) 2 (12)
Voluntary participation 2 (6) 3 (10) 0 (0) 3 (18)
Withdrawal possible 0 (0) 0 (0) 0 (0) 0 (0)
Duration of trial 1 (3) 0 (0) 0 (0) 0 (0)

Proportion of correct answer to questions on trial design†
Did you participate in a study?
Yes 14 (38) 24 (80) 4 (24) 12 (70)
No 12 (38) 6 (20) 2 (11) 3 (18)
Don’t know 6 (19) 0 (0) 11 (65) 2 (12)

What was effect of the drug?
Correct 6 (19) 14 (47) 0 (0) 6 (35)
Incorrect 3 ( 9 ) 4 (13) 1 (6) 3 (18)
Don’t know 23 (72) 12 (40) 16 (94) 8 (47)

What proportion of participants was given in the study drug?
One half 7 (22) 11 (37) 1 (6) 7 (41)
Any other proportion 1 (3) 3 (10) 2 (12) 2 (12)
Don’t know 24 (75) 16 (53) 14 (82) 8 (47)

Did you receive information about risks and benefits?
Yes 8 (25) 19 (64) 0 (0) 12 (70)
No 2 (6) 2 (7) 1 (6) 3 (18)
Don’t know 22 (69) 9 (29) 16 (94) 2 (12)

Who had access to the case record forms?
Correct 4 (13) 9 (30) 1 (6) 2 (12)
Incorrect 5 (15) 10 (33) 1 (6) 7 (41)
Don’t know 23 (72) 11 (37) 15 (88) 8 (47

What were possible side effects of the study drug?
Correct 2 (6) 5 (17) 1 (6) 5 (29)
Incorrect 2 (6) 4 (13) 0 (0) 3 (18)
Don’t know 28 (88) 21 (70) 16 (94) 9 (53)

Was participation obligatory?
No 19 (59) 23 (77) 0 (0) 16 (94)
Yes 0 (0) 0 (0) 0 (0) 0 (0)
Don’t know 13 (41) 7 (23) 17 (100) 1 (6)

Was withdrawal after consent possible?
Yes 8 (25) 15 (50) 1 (6) 6 (35)
No
Don’t know

Answers to questions about opinions‡
Was everything clear to you?
Yes 8 (25) 20 (65) 1 (6) 11 (65)
No 4 (13) 4 (12) 1 (6) 5 (29)
Don’t know 20 (62) 7 (23) 15 (88) 1 (6)

Was staff available to answer any questions?
Yes 9 (28) 9 (31) 0 (0) 9 (53)
No, no-one was available to

answer questions
0 (0) 3 (10) 0 (0) 9 (53)

Don’t know 15 (47 6 (21) 16 (94) 0 (0)
Had no questions 8 (25) 11 (38) 1 (6) 8 (47)

In retrospect, had you wanted more information?
Yes 4 (13) 6 (20) 0 (0) 3 (18)
No 16 (49) 19 (63) 1 (6) 14 (32)
Don’t know 12 (38) 5 (17) 16 (94) 0 (0)

Did you receive written information?
Yes 3 (9) 13 (43) 0 (0) 9 (53)
No 8 (25) 10 (34) 1 (6) 5 (29)
Don’t know 21 (66) 7 (23) 16 (94) 3 (18)
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relative mentioned any of 10 items listed in the upper part of

table 1. Third, by means of a standardised questionnaire, we

asked questions on trial design, appreciation of the study, and

on the reasons for participation in the trial.Finally the

interviewer once more provided all original oral and written

information on the trial and subsequently asked the patients

and relatives whether they would participate again, under

similar circumstances.

Data analyses
We categorised the answers according to whether the patient

or a relative had given consent, and listed answers of patients

and relatives separately.

RESULTS
Patients and relatives
Fifty seven patients fulfilled the inclusion criteria. Seven

patients declined to participate, and one could not be traced.

We thus included 49 patients; for 47 of these we were able to

interview the relative as well. Seven of the 47 relatives had not

been involved in the initial informed consent procedure; in

retrospect three of these would have liked to have been

involved. The median time between the disease episode and

the time of the interview was 20 months (range 7 to 31

months). Informed consent had been given in 32 instances by

the patient and in 17 by a relative.

Spontaneous recall
One third of the patients recalled spontaneously having

participated in a trial. The name of the drug and the placebo

controlled design were the items most often spontaneously

recalled. No patient or relative spontaneously mentioned the

possibility of withdrawal or the privacy regulations.

Answers to structured questions
Many patients recalled details of the study only after the

interviewer had disclosed that the patient had indeed partici-

pated in a clinical trial. Patients who consented themselves

gave more correct answers on the trial design questions than

patients whose relative had given consent.

Knowledge of trial design
Relatives more often answered questions on trial design

correctly than patients, not only when the relative had given

consent, but also when the patient had done so. Four patients

and six relatives felt that information had not been sufficient.

Nine per cent of the patients and half the relatives had read

the written information. One relative but none of the patients

had felt that participation was obligatory.

Table 1 continued

Patient consented Relative consented

Answer by
patient (n=37)

Answer by
relative (n=30)

Answer by
patient (n=17)

Answer by
relative (n=17)

Did you read the written
information?
Yes 3 (9) 13 (43) 0 (0) 8 (47)
No 0 (0) 0 (0) 0 (0) 1 (6)
Don’t know 21 (66) 8 (27) 16 (94) 3 (18)

Did you feel participation was
voluntary?
Yes 16 (50) 23 (77) # 15 (88)
No 0 (0) 0(0) # 1 (6)
Don’t know 16 (50) 7 (23) # 1 (6)

Were you capable of deciding about participation?
Yes 9 (28) 23 (78) # 16 (94)
No 7 (22) 3 (9) # 1 (6)
Don’t know 16 (50) 4 (13) # 0 (0)

Do you think the informed consent procedure should be changed?
Yes 3 (9) 12 (41) 0 (0) 4 (24)
No 7 (22) 14 (45) 0 (0) 12 (70)
Don’t know 22 (69) 4 (14) 17 (100) 1 (60)

Would you participate again?
Yes 31 (97) 28 (93 16 (94) 16 (94)
No 1 (3) 2 (7) 1 (6) 1 (6)
Don’t know 0 (0) 0 (0) 0 (0) 0 (0)

How readable was the written information?
Easy to read 29 (91) 28 (94) 16 (93) 17 (100)
Hard to read 2 (6) 1 (3) 0 (0) 0 (0)
Neutral 1 (3) 1 (3) 1 (7) 0 (0)

How do you assess participation
in retrospect?
Positive 25 (78) 24 (80) 17 (100) 14 (82)
Negative 0 (0) 1 (3) 0 (0) 0 (0)
Neutral 7 (22) 5 (17) 0 (0) 3 (18)

Values are n (%) of patients or relatives who recalled the item spontaneously and correctly.
*The numbers are patients or relatives who recall the item spontaneously and correctly; percentages are
given in parentheses.
# Does not apply because relative consented.
†The numbers are patients or relatives who recalled the item, items are abbreviated versions of the original in
Dutch.
‡The numbers are patients or relatives who mentioned the item, percentages are given in parentheses. Items
are abbreviated versions of the original questions in Dutch.
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Assessment of participation
Twenty eight per cent of the patients and 94% of the relatives

felt they had been capable of making an adequate decision

during the informed consent procedure. None of the patients

and only one relative had negative feelings about participation

in the clinical trial. All 17 patients who had been incapable of

making a decision were satisfied that a relative had given

consent.

Reasons for participation
“To help medical science” was mentioned most often by

patients (10 times, or 50%) and relatives (16 times, or 36%).

Seven patients (35%) and 12 relatives (27%) spontaneously

mentioned personal benefit from the trial as a reason to

participate.

Appreciation of the informed consent procedure
Six of the 32 patients (19%) who had given consent

themselves could remember the informed consent procedure;

none of these patients had negative feelings towards the pro-

cedure. Four relatives (17%) could not remember the

procedure. Eleven of the relatives (65%) who gave consent

assessed the informed consent procedure as positive, four as

neutral (23%), and two as negative (12%). Under similar

circumstances 97% of patients and relatives would participate

again.

DISCUSSION
We found that many patients and relatives have incomplete

recall of the essentials of the trial and the treatment used.

Nevertheless, most were satisfied with the amount of

information they had received at the time of giving consent

and would participate again in similar circumstances.

Several factors may explain the poor recall of the study

details. Even in secondary prevention trials where patients

have ample time to consider participation, recall of study

details is often poor.1–4 Being admitted with an acute life

threatening disease may further decrease the ability to under-

stand or retain information. Another explanation is that tran-

sient amnesia can occur even in alert patients with subarach-

noid haemorrhage; this is related to enlargement of the

temporal horns.7

Most patients would participate again, even though some

were dissatisfied with the information given. Some character-

istics of the study may have influenced the large proportion of

patients who would participate again. Patients and their rela-

tives knew that the interviewer was connected with the hos-

pital, which may have led them to give socially desirable

answers. A related source of bias is that patients were loyal

towards their relatives, where the relatives had given consent.

Also, we interviewed only patients who were independent

after the episode of subarachnoid haemorrhage (and their

relatives). Patients with a good outcome are likely to have a

positive appreciation of life and consequently see participation

in the trial in a positive light. Because satisfaction with

participation in a trial is mostly based on patients’ previous

expectations and general attitudes towards medical care and

research and not on improvement in health,8 we do not think

these factors influenced our results markedly. Another limita-

tion of our study is that we excluded patients and relatives

who had declined to participate in either of the clinical trials.

This may also have increased the reporting of positive feelings

about the trial and the informed consent procedure. The two

year interval between the haemorrhage and the time of the

interview may have contributed to the poor recall of the

details of the trial, but at that stage clinical recovery is more

complete than after only a few months.9

The apparent lack of knowledge does not necessarily mean

that patients should be informed more extensively in the

acute phase. Apart from the right to be informed, patients and

relatives must also have the right to disregard information in

periods of fear and anxiety. This is supported by the infrequent

use of the written information. At later stages information

should be available for patients, if they wish. Patients should

know whom to contact and how, in case questions arise later.
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